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CD24 Regulates acute liver injury through murine hepatic iNKT cells

WANG He,HAI Lei, ZHANG Xue—jun

(Department of Immunology, School of Basic Medical Sciences, Tianjin Medical University, Tianjin 300070, China )

Abstract  Objective: To investigate the regulation of CD24 on invariant NKT cells (iNKT)in murine acute liver injury. Methods : In—
traperitoneal injection of a—galactosylceramide(a—GalCer) was used to activate hepatic iNKT cells and induce acute liver injury in mice.
Levels of alanine amino transferase (ALT) in serum were detected and liver sections were stained with hematoxylin and eosin (HE )
staining to assess the severity of liver injury. Changes of the number of iNKT cells in the liver were observed by immune—fluorescence
staining.Flow cytometric analysis was used to detect the changes of the number and proportion of total iNKT cells, subtypes and iNKT
cells activity in the liver. Q— PCR was used to detect the expression of iNKT cell-related cytokines including interferon—y (IFN-vy) and
interleukin—4(IL-4) in mice liver tissues. Results: After injection of a—GalCer,CD24 knockout(CD247) mice had less hepatic
inflammatory cell infiltration and lower serum ALT levels when compared with wild—type(WT) mice(#=10.10,10.11,both P<0.01).
Immune—fluorescence staining results showed that the number of intrahepatic iNKT cells was significantly lower in CD247 mice than in
WT mice in the normal physiological state or in the a~GalCer induced acute liver injury model (F=13.27,P<0.01). Flow cytometry
analysis showed that the number of total iNKT and subtypes in the liver of CD24 7 mice was lower than that of WT mice under normal
physiological conditions( F=6.841, P<0.05). After a—GalCer injection, the total number of iNKT cells in the liver of mice was signifi—
cantly increased (F=33.01,P<0.001).Further analysis of iNKT cell subtypes showed that a—~GalCer injection significantly increased the
numbers of NKT1 and NKT2 cells( F=37.12,40.55, both P<0.05) ,but CD24~~ mice remained lower than WT mice( F=40.07,12.53,both
P<0.05) ,and NKT17 cells were unchanged (P>0.05). Q—PCR showed that the expression levels of IFN—y and IL-4 mRNA were
significantly lower in the liver tissues of CD247 mice than WT mice after a—GalCer injection( F=14.37,19.77 ,both P<0.01). Flow
cytometry analysis showed that the secretion of IFN—y and IL—4 were significantly lower in iNKT cells of CD24~" mice when compared
with WT mice in a—GalCer induced liver injury model ( F=25.600,5.574,both P<0.05). Conclusion:iNKT cells in the liver are

closely related to acute liver injury in mice,CD24 can affect the process of acute liver injury in mice by regulating the number and activi—
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5 WL IR R LightCycler96 s 787 . HARKIFE
R WiAEME:95°C,300 s; BE 50 MEFR: A8 9
5%, 15 s;iR 2k 60°C, 30 s; ZEfH 72°C,30 s; % 95°C,
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Fig1 Gated strategies of iNKT cells and their subpopulations in the liver
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Fig 3 The number of hepatic iNKT was decreased in CD24”- mice compared with WT
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Fig 4 Changes of hepatic iINKT subtypes in CD24™ mice
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Fig5 Activity of hepatic iNKT subtypes was decreased in CD24”- mice compared with WT
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